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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:354079 CAPLUS 
136:355487 

Preparation of meta-benzamidine derivatives of amino 
acids or dipeptides as serine protease inhibitors 
Liebeschuetz, John Walter; Wylie, William Alexander; 
Waszkowycz, Bohdan; Murray, Christopher William; 
Rimmer, Andrew David; Welsh, Pauline Mary; Jones, 
Stuart Donald; Roscoe, Jonathan Michael Ernest; Young, 
Stephen Clinton; Morgan, Phillip John 
UK 

U.S. Pat. Appl. Publ., 35 pp., Cont . -in-part of U.S. 

Ser. No. 485,678. 

CODEN: USXXCO 

Patent 

English 

13 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



2002055522 


Al 


20020509 




US 2001-988082 


20011119 






9911658 




Al 


19990311 




WO 1998-GB2605 


19980828 






W: AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CU, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


GB, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IS, 


JP/ 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, ' 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 














2000077027 


A2 


20001221 




WO 2000-GB2291 


20000613 






2000077027 


A3 


20010525 






















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, , 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 












RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


' FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 








APPLN. 


INFO, 












GB 1997- 


18392 


A 


19970829 







Searched by Barb 0 ? Bryen, STIC. 308-4291 



Liu 10/030186 Page 4 



GB 


1998- 


3173 


A 


19980213 


WO 


1998- 


GB2605 


W 


19980828 


GB 


1999- 


13823 


A 


19990614 


US 


1999- 


142064P 


P 


19990702 


US 


2000- 


485678 


A2 


20000225 


WO 


2000- 


GB2291 


A2 


20000613 


GB 


1999- 


18741 


A 


19990809 


GB 


1999- 


29552 


A 


19991214 


GB 


1999- 


29553 


A 


19991214 



OTHER SOURCE(S): MAR PAT 136:355487 

GI 



X— X— Y— L— Lp(D) n 



R3- 



RlR2N 



NRl 



AB Title compds. I [Rl, R2 = H, OH, alkoxy, alkyl, aminoalkyl, hydroxyalkyl, 
alkoxyalkyl, alkoxycarbonyl , acyloxymethoxycarbonyl or alkylamino 
optionally substituted by hydroxy, alkylamino, alkoxy, oxo, aryl, 
cycloalkyl; R3 = Rl, R2, amino, halo, cyano, nitro, thiol, alkylthio, 
alkylsulfonyl, alkylsulf enyl, alkylsulf onamido, alkylaminosulf onyl, 
haloalkoxy, haloalkyl; X = C, N, 0, S, CO, CR1, C(R1)2, NRl with at least 
one X being C, CO, CR1 or C{R1)2, with the proviso that if the benzamidine 
group is unsubstituted and the X-X group is -CH2C(R1)2-, then Rl = H or 
attached to the alkylene carbon atom by a heteroatom; L = org. linker 
contg. 1-5 backbone atoms selected from C, N, O and S, or a branched alkyl 
or cyclic group; Y = N, CR1; YL = cyclic group; Cy = (un)satd., 
(poly) cyclic, (hetero) cyclic group optionally substituted by groups R3 or 
Ph optionally substituted by R3; Lp = lipophilic alkyl, heterocyclic, 
alkenyl, alkaryl, (poly) cycloalkyl, cycloalkenyl, aryl, aralkyl, 
haloalkyl, or a combination of two or more such groups optionally 
substituted by oxa, oxo, aza, thio, halo, amino, hydroxy or by R3; D = H 
bond donor group; n = 0-2], or corresponding compds. in which the 
(un) substituted amidino group R1R2NC(:NR1) is replaced with an 
(un) substituted aminomethyl group, or their physiol. tolerable salts were 
prepd. as serine protease inhibitors useful as antithrombotic agents. 
3-Amidino- and 3- (aminomethyl ) benzoyl-D-phenylglycine 4- 
aminomethyleyclohexylmethylamide are among 190 compds. synthesized. 

IT 221233-09-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of meta-benzamidine derivs . of amino acids or dipeptides as 
serine protease inhibitors) 
RN 221233-09-6 CAPLUS 

CN Benzamide, 3- (aminoiminomethyl) -N- [ ( 1R) -2- [4- (aminomethyl ) -1-piperidinyl] - 
2-oxo-l-phenylethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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H2N 




NH 



NH2 



L8 ANSWER 2 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 
SOURCE: 



CAPLUS COPYRIGHT 2003 ACS on STN 
2003:591204 CAPLUS 
139:149928 

Preparation of peptides as NS3-serine protease 
inhibitors of hepatitis C virus 

Saksena, Anil K. ; Giri javallabhn, Viyyoor M. / Lovey, 
Raymond G./ Jao, Edwin; Bennett, Frank; McCormick, 
Jinping L. ; Wang, Haiyan; Pike, Russell E.; Bogen, 
Stephane L. ; Chan, Tin-yau; Liu, Yi-tsung; Zhu, 
Zhaoning; Njoroge, George F. ; Arasappan, Ashok; 
Parekh, Tejal; Ganguly, Ashit K. ; Chen, Kevin X.; 
Venkatraman, Srikanth; Vaccaro, Henry A. ; Pinto, 
Patrick A. ; Santhanam, Bama; Kemp, Scott Jeffrey; 
Levy, Odile Esther; Lim-Wilby, Marguerita; Tamura, 
Susan Y.; Wu, Wanli; Hendrata, Siska; Huang, Yuhua; 
Wong, Jesse K. ; Nair, Latha G. 

Schering Corporation, USA; Corvas International, Inc. 
PCT Int. Appl. , 633 pp. 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 20030622 


65 


A2 


20030731 




WO 2003-US1430^ 


20030116 






W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR/ 


BY, 






"~CH, 


CN, 




CO, 


CR, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE^ 


HR, 


HU, 




ID, 


IL, 


IN, 


IS, 


JP, 


KG, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LT, 


LU, 


LV, 


MA, 


MD, 




MG, 


MK, 


MN, 


MX, 


MZ, 


NO, 


NZ, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SE, 


SG, 


SK, 




SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, 


AM, 


AZ, 




BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




















RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


zw, 


AT, 


BE, 


BG, 




CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 




NL, 


PT, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 




ML, 


MR, 


NE, 


SN, 


TD, 


TG 






















PRIORITY APPLN. 


INFO 












US 2002- 


52386 


A 


20020118 






OTHER SOURCE (S) : 






MARPAT 


139: 


149928 



















GI 
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R3 0 R2 I 

Me Me 



Y 




ii 



AB The invention discloses novel peptides I [Y is alkyl, alkylaryl, 

heteroalkyl, heteroaryl, aryl- or alkylheteroaryl, cycloalkyl, alkyloxy, 
alkylaryloxy, aryloxy, heteroaryloxy, heterocycloalkyloxy, cycloalkyloxy, 
alkylamino, arylamino, alkylarylamino, arylamino, heteroarylamino, 
cycloalkylamino, or heterocycloalkylamino; Rl is acyl; Z is selected from 
0, N, CH or CR; R, R2-R4 are H, alkyl, alkenyl, cycloalkyl, 
heterocycloalkyl, alkoxy, aryloxy, alkylthio, arylthio, amino, amido, 
ester, carboxylic acid, carbamate, urea, ketone, aldehyde, cyano, nitro, 
halo, (cycloalkyl) alkyl, or (heterocycloalkyl ) alkyl ; W, Q, G, J, L, M 
independently may be present or absent; W x is CO, CS, C(:N-CN), or S02; Q 
is CH, N, P, alkylidene, 0, NR, S, or S02; A is 0, CH, alkylidene, NR, S, 
S02, or a bond; E is CH, N, alkylidene, or a double bond; G is alkylidene; 
J is alkylidene, S02, NH, NR, or 0; L is CH, CR, O, S, or NR; M is 0, NR, 
S, S02, or alkylidene (with provisos)] which have HCV protease inhibitory 
activity as well as methods for prepg. such compds . In another 
embodiment, the invention discloses pharmaceutical compns . comprising such 
compds. as well as methods of using them to treat disorders assocd. with 
the HCV protease. Thus, peptide II was prepd. and showed Ki = 1-100 nM 
(category A) in the HCV continuous assay. 

IT 394722-91-9P 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(prepn. of peptides as NS3-serine protease inhibitors of hepatitis C 

virus) 

RN 394722-91-9 CAPLUS 

CN Glycinamide, (2S) -N- (2-carboxybenzoyl) -2-cyclohexylglycyl- (4S) -4- [ [ (3- 

phenoxybenzoyl) amino] methyl] -L-prolyl-3-amino-2-oxohexanoylglycyl-2-phenyl- 
, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:472387 CAPLUS 
139:53306 

Preparation of amino acid piperidinamide derivatives 
as factor Xa inhibitors for use in the treatment of 
thrombotic disorders 

Hiscock, Steven Douglas; Jones, Stuart Donald; Sail,- 
Daniel Jon; Young, Stephen Clinton; Wiley, Michael 
Robert 

Eli Lilly and Company, USA 

PCT Int. Appl., 53 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



2003049737 


Al 


20030619 




WO 2002-US36149 


20021209 






W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






























RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 
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OTHER SOURCE(S): MARPAT 139:53306 
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NR3r4 




J. 

R2 I 



AB Compds. I [Rl = (un) substituted Ph, pyridyl, pyrimidyl, pyridazinyl, 

furyl, thienyl, imidazolyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, 
thiadiazolyl, naphthyl, benzofuryl, benzothienyl , quinolyl, isoquinolyl, 
piperidinyl, tetrahydropyranyl , or ( cyclo) alkyl ; R2 = 4-C1-, 4-MeO-, or 
4-MeC6H4 which may be 3-substituted, 2- or 6-indolyl which may be 5- or 
3-substituted, resp., or 2-benzothienyl which may be 6-substituted; R3 = 
(un) substituted 4-pyridyl or 4-pyrimidinyl , 3-pyridazinyl ; R4 = H or Me] 
or their pharmaceutically-acceptable salts were prepd. as factor Xa 
inhibitors useful in the treatment of thrombotic disorders. Thus, 
1- [4-methoxybenzoyl-DL- (2-chlorophenyl) glycinyl] -4- [ [ (2-methoxypyrimidin-4- 
yl) (methyl) amino] methyl] piperidine was prepd. by coupling of 
tert-butoxycarbonyl-DL- (2-chlorophenyl) glycine with 4-[[(2- 
methoxypyrimidin-4-yl ) (methyl) amino] methyl] piperidine hydrochloride, 
followed by deprotection and acylation with anisic acid. 

IT 544695-85-4P 544695-86-5P 544695-87-6P 
544695-88-7P 544695-89-8P 544695-90-1P 
544695-91-2P 544695-92-3P 544695-93-4P 
544695-94-5P 544695-95-6P 544695-96-7P 
544695-97-8P 544695-98-9P 544695-99-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of amino acid piperidinamide derivs . as factor Xa inhibitors 
for treatment of thrombotic disorders) 
RN 544695-85-4 CAPLUS 

CN Benzamide, N- [1- (2-chlorophenyl ) -2- [ 4- [ [ (2-methoxy-4- 

pyrimidinyl )methylamino] methyl] -1-piperidinyl ] -2-oxoethyl] -4-methoxy- 
(9CI) (CA INDEX NAME) 



OMe k , 1 

J 01 T 

/X Mp 1 

N N I | N C-CH-NH-C 1 ti 



RN 544695-86-5 CAPLUS 

CN Benzamide, N- [1- (2-chlorophenyl) -2- [4- [ (methyl-4-pyrimidinylamino) methyl ] - 
1-piperidinyl] -2-oxoethyl] -4-methoxy- (9CI) (CA INDEX NAME) 
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RN 544695-87-6 CAPLUS 

CN Benzamide, N- [1- ( 2-chlorophenyl ) -2- [4- [ [ (2-cyano-4- 

pyridinyDmethylamino] methyl] -1-piperidinyl] -2-oxoethyl] -4-methoxy- ( 9CI) 
(CA INDEX NAME) 




CN Benzamide, N- [1- (2-chlorophenyl) -2- [4- [ [methyl [2- ( trif luoromethyl ) -4- 

pyridinyl] amino] methyl ] -1-piperidinyl] -2-oxoethyl] -4-methoxy- ( 9CI) (CA 
INDEX NAME) 




RN 544695-89-8 CAPLUS 

CN lH-Indole-6-carboxamide, N- [2- [4- [ (methyl-4-pyridinylamino) methyl ] -1- 
piperidinyl] -2-oxo-l-phenylethyl] - (9CI) (CA INDEX NAME) 




RN 544695-90-1 CAPLUS 

CN lH-Indole-6-carboxamide, N- [2-oxo-l-phenyl-2- [4- [ ( 4 -pyridinylamino) methyl] - 
1-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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RN 544695-91-2 CAPLUS 

CN Benzamide, N- [1- ( 2-chlorophenyl ) -2- [4- [ (methyl-4-pyridinylamino) methyl] -1- 
piperidinyl] -2-oxoethyl] -4-methoxy-, monohydrochloride (9CI) (CA INDEX 
NAME) 




• HC1 

RN 544695-92-3 CAPLUS 

CN Benzamide, 4-methoxy-N- [1- ( 2-methoxyphenyl ) -2- [4- [ (methyl-4- 

pyridinylamino) methyl] -1-piperidinyl ] -2-oxoethyl] - (9CI) (CA INDEX NAME) 




RN 544695-93-4 CAPLUS 

CN Benzamide, N- [1- [2- (dif luoromethoxy) phenyl] -2- [4- [ (methyl-4- 

pyridinylamino) methyl] -1-piperidinyl] -2-oxoethyl] -4-methoxy- (9CI) (CA 
INDEX NAME) 



MeO. 




0 



NH-CH— C N. 1 



Me 

I 

CH2-N- 



RN 544695-94-5 CAPLUS 

CN Benzamide, N- [1- (2-chlorophenyl) -2-oxo-2- [4- [ ( 4 -pyrimidinylamino) methyl ] -1- 
piperidinyl] ethyl] -4-methoxy- (9CI) (CA INDEX NAME) 
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RN 544695-95-6 CAPLUS 

CN Benzamide, N- [ 1- ( 2-chlorophenyl ) -2-oxo-2- [ 4 - [ ( 3-pyridazinylamino) methyl ] -1- 
piperidiriyl] ethyl] -4-methoxy- (9CI) (CA INDEX NAME) 




RN 544695-96-7 CAPLUS 

CN Benzamide, N- [1- (2-chlorophenyl) -2- [4- [ (methyl-3-pyridazinylamino) methyl ] - 
l-piperidinyl]-2-oxoethyl] -4-methoxy- (9CI) (CA INDEX NAME) 




RN 544695-97-8 CAPLUS 

CN Benzamide, 4-methoxy-N- [2-oxo-2- [4- [ ( 4 -pyridinylamino) methyl ] -1- 

piperidinyl] -1- [2- ( trif luoromethyl ) phenyl] ethyl] -, monohydrochloride ( 9CI) 
(CA INDEX NAME) 




HC1 

RN 544695-98-9 CAPLUS 

CN Benzamide, 4-methoxy-N- [2- [4- [ (methyl-4-pyridinylamino) methyl] -1- 
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piperidinyl] -2-oxo-l- [2- ( trif luoromethyl ) phenyl] ethyl] ■ 
(9CI) (CA INDEX NAME) 



monohydrochloride 



F3C 



C— NH-CH — C N 




Me 



CH 2 -N- 



• HC1 

RN 544695-99-0 CAPLUS 

CN Benzamide, N- [1- ( 2-chlorophenyl ) -2-oxo-2- [ 4- [ ( 4 -pyridinylamino) methyl] -1- 
piperidinyl] ethyl] -4-methoxy-, monohydrochloride (9CI) (CA INDEX NAME) 



MeO 




CH2-NH- 



HC1 



REFERENCE COUNT: 
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2002:90062 CAPLUS 
136:167698 

Preparation of peptides as NS3-serine protease 
inhibitors of hepatitis C virus 

Saksena, Anil K.; Giri javallabhan, Viyyoor Moopil; 
Lovey, Raymond G.; Jao, Edwin E . ; Bennett, Frank; 
McCormick, Jinping L.; Wang, Haiyan; Pike, Russell E . ; 
Bogen, Stephane L.; Chan, Tin-Yau; Liu, Yi-Tsung; Zhu, 
Zhaoning; Njoroge, F. George; Arasappan, Ashok; 
Parekh, Tejal N . ; Ganguly, Ashit K. ; Chen, Kevin X.; 
Venkatraman, Srikanth; Vaccaro, Henry A.; Pinto, 
Patrick A.; Santhanam, Bama; Wu, Wanli; Hendrata, 
Siska; Huang, Yuhua; Kemp, Scott Jeffrey; Levy, Odile 
Esther; Lim-Wilby, Marguerita; Tamura, Susan Y. 
Schering Corporation, USA; Corvas International, Inc. 
PCT Int. Appl., 536 pp. 
CODEN: PIXXD2 
Patent 
English 
1 
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PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



' WO 2002008244 
WO 2002008244 

W: AE, AG, 
CO, CR, 
ID, IL, 
MG, MK, 
TJ, TM, 
RU, TJ, 
RW: GH, GM, 
DE, DK, 
BJ, CF, 
AU 2001076988 
BR 2001012540 
NO 2003000272 
PRIORITY APPLN. INFO 

OTHER SOURCE (S) : 
GI 



A2 

A3 
AL, AM, 
CZ, DE, 
IN, IS, 
MN, MX, 
TR, TT, 
TM 

KE, LS, 
ES, FI, 
CG, CI, 

A5 

A 

A 



20020131 
20030619 
AT, AU, 
DK, DM, 
JP, KG, 
MZ, NO, 
TZ, UA, 

MW, MZ, 
FR, GB, 
CM, GA, 
20020205 
20030624 
20030321 



WO 2001-US22678 20010719 



MARPAT 136: 



AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

DZ, EC, EE, ES, FI, GB, GD, GE, HR, HU, 

KR, KZ, LC, LK, LR, LT, LU, LV, MA, MD, 

NZ, PL, PT, RO, RU, SE, SG, SI, SK, SL, 

UZ, VN, YU, ZA, AM, AZ, BY, KG, KZ, MD, 

SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 

GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 

GN, GQ, GW, ML, MR, NE, SN, TD, TG 
AU 2001-76988 20010719 
BR 2001-12540 20010719 
NO 2003-272 20030120 

US 2000-220108P P 20000721 

WO 2001-US22678 W 20010719 
167698 




AB Peptides I were prepd. wherein Y is alkyl, alkyl-aryl, heteroaryl, 

heteroalkyl, heteroaryl, aryl-heteroaryl, alkylheteroaryl, cycloalkyl, 
alkyloxy, alkylaryloxy, aryloxy, heteroaryloxy, heterocycloalkyloxy, 
cycloalkyloxy, , alkylamino, arylamino, alkylarylamino, arylamino, 
heteroarylamino, cycloalkylamino and heterocycloalkylamino; Rl is acyl, 
borate; Z is selected from O, N, CH or CR; W, Q, G, J, L, M independently 
maybe present or absent; W is C=0, C=S, C(=N-CN), or SO; Q is CH, N, P, 
alkylidene, O, amine, S, or SO; A is O, CH, alkylidene, amine, S, SO or 
bond; E is CH, N, alkylidene, or double bond; G is alkylidene; J is 
alkylidene, SO, NH, NR, O; L is CH, alkylidene, O, S or NR; M is O, NR,S, 
SO, alkylidene; p is 0 to 6; and R-R4 are independently selected from the 
group consisting of H; alkyl; alkenyl; cycloalkyl; heterocycloalkyl , 
alkoxy, aryloxy, alkylthio, arylthio, amino, amido, ester, carboxylic 
acid, carbamate, urea, ketone, aldehyde, cyano, nitro, halogen; 
(cycloalkyl) alkyl and (heterocycloalkyl) alkyl, which have HCV protease 
inhibitory activity as well as methods for prepg. such compds . In another 
embodiment, the invention discloses pharmaceutical compns . comprising such 
compds. as well as methods of using them to treat disorders assocd. with 
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the HCV protease. Thus peptide II was prepd. and tested as antiviral 
agent and NS3-serine protease inhibitors of hepatitis C virus with Ki 
ranges in category A = 1-100 nM; category B = 101-1,000 nM; category C > 
1000 nM. Also disclosed is the use of I for the manuf. of a medicament 
for treating HCV, AIDS, and related disorders. 
IT 394722-91-9P 394728-91-7P 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(prepn. of peptides as NS3-serine protease inhibitors of hepatitis C 
virus ) 

RN 394722-91-9 CAPLUS 

CN Glycinamide, (2S) -N- (2-carboxybenzoyl) -2-cyclohexylglycyl- ( 4S) -4- [ [ (3- 

phenoxybenzoyl) amino] methyl] -L-prolyl-3-amino-2-oxohexanoylglycyl-2-phenyl 
, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 394728-91-7 CAPLUS 

CN Glycinamide, (2S) -N- (2-carboxybenzoyl) -2-cyclohexylglycyl- ( 4S) -4- [ [ (4- 

phenoxybenzoyl) amino] methyl] -L-prolyl-3-amino-2-oxohexanoylglycyl-2-phenyl 
, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2001: 923766 CAPLUS 
136:54019 

Preparation of amino acid derivatives as serine 
protease inhibitors 

Liebeschuetz, John Walter; Murray, Christopher 
William; Young, Stephen Clinton; Camp, Nicholas Paul; 
Jones, Stuart Donald; Wylie, William Alexander; 
Masters, John Joseph; Wiley, Michael Robert; Sheehan, 
Scott Martin; Engel, David Birenbaum; Watson, Brian 
Morgan 

Eli Lilly and Company, USA 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

13 



120 pp. 



11 



PATENT NO. KIND DATE APPLICATION NO. DATE 



2001096304 


Al 


20011220 




WO 2001-GB2572 


20010612 






W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 








ThT 


CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 




LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 




RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 




UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 




DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 




BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 






2000076971 


A2 


20001221 




WO 2000-GB2302 


20000613 






2000076971 


A3 


20010802 






















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 




CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 




ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 




LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 




SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 




ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 












RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 
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DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, 
CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
EP 1289953 Al 20030312 EP 2001-938403 20010612 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 
US 2002151724 Al 20021017 . US 2002-30186 20020204 

PRIORITY APPLN. INFO. : WO 2000-GB2302 W 20000613 

GB 2000-30306 A 20001213 
GB 1999-13823 A 19990614 
US 1999-142064P P 19990702 
GB 1999-18741 A 19990809 
GB 1999-29553 A 19991214 
WO 2001-GB2572 W 20010612 
OTHER SOURCE(S): MARPAT 136:54019 

AB Compds. R2-X-X-Y (Cy ) -L-Lp ( D) n [R2 is a 5- or 6-membered arom. carbon ring 
optionally interrupted by a N, O or S ring atom, optionally substituted at 
the 3 and/or 4 position or forms a fused ring system at these positions, 
which is an optionally substituted 5- or 6-membered carbocyclic or 
heterocyclic ring, or substituted at the position alpha to X-X; X is a C, 
N, O or S atom or a CO, CRla, C(Rla)2 or NRla group, where Rla represents 
H, OH, alkoxy, alkyl, aminoalkyl, hydroxyalkyl, alkoxyalkyl, 
alkoxycarbonyl, alkylaminocarbonyl , alkoxycarbonylamino, 
acyloxymethoxycarbonyl or alkylamino optionally substituted by OH, 
alkylamino, alkoxy, oxo, aryl or cycloalkyl; Y is a N atom or a CRlb group 
(Rib defined as for Rla); Cy is an (un) substituted, (un)satd., mono- or 
polycyclic, homo- or heterocyclic group; -L-Lp(D)n is 3- ( Rq-CH2 ) -1- 
pyrrolidinylcarbonyl or 4- (Rq-CH2 ) -1-piperidinylcarbonyl, where Rq is an 
amino group] or their physiol . -tolerable salts were prepd. for use as 
serine protease and factor Xa inhibitors in the treatment of 
cardiovascular disorders. Compds. of the invention were found to 
significantly elongate the partial thromboplastin time (prothrombin time) . 
Thus, 1- [ (4-methoxybenzoyl-D-phenylglycinyl) ] -4- 

[ (isopropylamino)methyl]piperidine hydrochloride was prepd. in the first 
of 28 examples. 
IT 381215-62-9P 381215-64-1P 381215-66-3P 

381215- 68-5P 381215-70-9P 381215-78-7P 

381216- 25-7P 381216-33-7P 381216-34-8P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(prepn. of amino acid derivs. as serine protease inhibitors) 
RN 381215-62-9 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- [ [ ( 1-methylethyl ) amino] methyl ] -1- 
piperidinyl] -2-oxo-l-phenylethyl] - , mono ( trif luoroacetate ) (9CI) (CA 
INDEX NAME) 



CM 1 



CRN 381215-61-8 
CMF C26 H32 N4 02 



Absolute stereochemistry. 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F- C~ C02H 
F 

RN 381215-64-1 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2-oxo-l-phenyl-2- [4- ( 1- 

pyrrolidinylmethyl) -1-piperidinyl] ethyl] -, mono ( trif luoroacetate ) (9CI) 
(CA INDEX NAME) 



CM 1 

CRN 381215-63-0 
CMF C27 H32 N4 02 

Absolute stereochemistry. 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F-C- C02H 

I 

F 




RN 381215-66-3 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- [ (diethylamino) methyl] -1- 

piperidinyl] -2-oxo-l-phenylethyl] -, mono (trif luoroacetate) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 381215-65-2 
CMF C27 H34 N4 02 

Absolute stereochemistry. 
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CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F- C~ C02H 

I 

F 

RN 381215-68-5 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2-oxo-l-phenyl-2- [4- ( 1-piperidinylmethyl ) - 
1-piperidinyl] ethyl]-, mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 381215-67-4 
CMF C28 H34 N4 02 

Absolute stereochemistry. 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F~ C~ C02H 

I 

F 

RN 381215-70-9 CAPLUS 

CN 1H- Indole- 6-carboxamide, N- [ (1R) -2- [4- [ ( 4 -hydroxy- 1-piperidinyl ) methyl] -1- 
piperidinyl] -2-oxo-l-phenylethyl ] -, mono (trif luoroacetate) (salt) (9CI) 
(CA INDEX NAME) 
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CM 1 

CRN 381215-69-6 
CMF C28 H34 N4 03 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F~ C- C02H 
F 

RN 381215-78-7 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (lR)-2-[4-[ [ ( 3R) -3- (hydroxymethyl ) 
pyrrolidinyl] methyl] - 1 -piper idinyl ] -2-oxo-l-phenylethyl ] 
mono(trifluoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 381215-77-6 
CMF C28 H34 N4 03 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F 

F- C- CO2H 
F 



RN 381216-25-7 CAPLUS 

CN lH-Indole-6-carboxamide, 3-chloro-N- [ (1R) -2- [4- [ (cyclohexylamino) methyl] 
piperidinyl]-2-oxo-l-phenylethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 381216-33-7 CAPLUS 

CN Benzamide, 4 -methoxy-N- [ 1- ( 2-methoxyphenyl ) -2-oxo-2- [ 4- ( 1- 

piperidinylmethyl) -1-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 381216-34-8 CAPLUS 

CN 1H- Indole- 6-carboxamide, N- [1- (2-methoxyphenyl) -2-oxo-2- [4- tl- 
piperidinylmethyl) -1-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




IT 313489-01-9P 
313489-04-2P 
381215-72-1P 
381215-80-1P 
381215-84-5P 
381215-90-3P 



313489-02-0P 
313489-05-3P 
381215-74-3P 
381215-82-3P 
381215-86-7P 
381215-92-5P 



313489-03-1P 
381215-67-4P 
381215-76-5P 
381215-83-4P 
381215-88-9P 
381215-94-7P 
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381215- 96-9P 381215-98-1P 381216-00-8P 

381216- 02-OP 381216-04-2P 381216-06-4P 
381216-08-6P 381216-10-OP 381216-12-2P 
381216-14-4P 

RL: PAC (Pharmacological activity); SPN {Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of amino acid derivs . as serine protease inhibitors) 
RN 313489-01-9 CAPLUS 

CN Benzamide, 4-methoxy-N- [ (1R) -2- [4- [ [ ( 1-methylethyl ) amino] methyl ] -1- 

piperidinyl] -2-oxo-l-phenylethyl] -, monohydrochloride (9CI) (CA INDEX 
NAME) 




© HC1 

RN 313489-02-0 CAPLUS 

CN Benzamide, N- [ (1R) -2- [4- [ (dimethylamino) methyl] -1-piperidinyl ] -2-oxo-l- 
phenylethyl ] -4-methoxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 313489-03-1 CAPLUS 

CN Benzamide, N- [ (1R) -2- [4- [ (diethylamino) methyl] -1-piperidinyl] -2-oxo-l- 
phenylethyl] -4-methoxy-, monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 

RN 313489-04-2 CAPLUS 

CN Benzamide, 4-methoxy-N- [ (1R) -2-oxo-l-phenyl-2- [4- ( 1-pyrrolidinylmethyl ) -1- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 313489-05-3 CAPLUS 

CN Benzamide, N- [ (lR)-2-[4-[ (2, 5-dihydro-lH-pyrrol-l-yl ) methyl] -1- 

piperidinyl] -2-oxo-l-phenylethyl] -4-methoxy-, monohydrochloride (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 

/\ . OMe 

0 V ^Y' 




HC1 

RN 381215-67-4 CAPLUS 
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CN lH-Indole-6-carboxamide, N- [ (1R) -2-oxo-l-phenyl-2- [4- ( 1-piperidinylmethyl) 
1-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




| H 
0 



RN 381215-72-1 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2-oxo-l-phenyl-2- [4- ( 1-piperazinylmethyl ) 
1-piperidinyl] ethyl]-, mono ( trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 381215-71-0 
CMF C27 H33 N5 02 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F-C-C02H 
F 

RN 381215-74-3 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- [ ( 4-methyl-l-piperazinyl ) methyl] -1- 
piperidinyl] -2-oxo-l-phenylethyl] -, mono (trif luoroacetate ) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 381215-73-2 
CMF C28 H35 N5 02 

Absolute stereochemistry. 
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F- C- C02H 
F 

RN 381215-76-5 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- [ ( 3-hydroxy-l-pyrrolidinyl ) methyl] 
piperidinyl] -2-oxo-l-phenylethyl] -, mono (trif luoroacetate ) (salt) (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 381215-75-4 
CMF C27 H32 N4 03 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 
I 

F- C- C02H 
F 

RN 381215-80-1 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- [ [ (3S) -3- (hydroxymethyl ) -1- 
pyrrolidinyl] methyl] -1-piperidinyl ] -2-oxo-l-phenylethyl] -, 
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mono (trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 
CM 1 

CRN 381215-79-8 
' CMF C28 H34 N4 03 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 

CMF C2 H F3 02 

F 

! 

F~ C~ C02H 
F 

RN 381215-82-3 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- [ [4- (hydroxymethyl) -1- 
piperidinyl] methyl] -1-piperidinyl] -2-oxo-l-phenylethyl] -, 
mono (trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 381215-81-2 
CMF C29 H36 N4 03 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F- C- CO2H 
F 

RN 381215-83-4 CAPLUS 

CN lH-Indole-6-carboxamide, 3-chloro-N- [ (1R) -2-oxo-l-phenyl-2- [4- (1- 
piperidinylmethyl) -1-piperidinyl] ethyl] -, monohydrochloride (9CI) 
INDEX NAME) 



(CA 



Absolute stereochemistry. 




• HC1 

RN 381215-84-5 CAPLUS 

CN lH-Indole-6-carboxamide, 3-chloro-N- [ (1R) -2- [4- [ ( 3-hydroxy-l- 

piperidinyl) methyl] -1-piperidinyl] -2-oxo-l-phenylethyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




CI 



RN 381215-86-7 CAPLUS 

CN lH-Indole-6-carboxamide, 3-methyl-N- [ (1R) -2-oxo-l-phenyl-2- [4- (1- 

piperidinylmethyl) -1-piperidinyl] ethyl] -, monohydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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Me 



• HC1 

RN 381215-88-9 CAPLUS 

CN lH-Indole-2-carboxamide, 5-chloro-N- [ (1R) -2-oxo- l-phenyl-2- [4- (1- 

piperidinylmethyl) -1-piperidinyl] ethyl] -, monohydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




CI 



• HC1 

RN 381215-90-3 CAPLUS 

CN Benzamide, 4-methoxy-N- [1- (2-methoxyphenyl ) -2-oxo-2- [4- (1- 

piperidinylmethyl) -1-piperidinyl] ethyl] monohydrochloride (9CI) (CA 
INDEX NAME) 




• HC1 

RN 381215-92-5 CAPLUS 

CN 1H- Indole- 6-carboxamide, N- [1- (2-methoxyphenyl) -2-oxo-2- [4 - (1- 

piperidinylmethyl) -1-piperidinyl] ethyl] -, monohydrochloride (9CI) (CA 
INDEX NAME) 
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N CH2 
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C-CH-NH-C 
, OMe 



H 
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• HC1 

RN 381215-94-7 CAPLUS 

CN Benzamide, 4-methoxy-N- [2-oxo-2- [4- ( 1-piperidinylmethyl) -1-piperidinyl] -1- 
(5-thiazolyl) ethyl] monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 



RN 381215-96-9 CAPLUS 

CN Benzamide, N- [1- ( 2-amino-4-thiazolyl ) -2-oxo-2- [4- (1-piperidinylmethyl) -1- 
piperidinyl] ethyl] -4-methoxy-, monohydrochloride (9CI) (CA INDEX NAME) 
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OMe 




• HC1 

RN 381215-98-1 CAPLUS 

CN Benzamide, 4-methoxy-N- [1- ( 2 -methyl- 4 -thiazolyl ) -2-oxo-2- [4- ( 1- 

piperidinylmethyl) -1-piperidinyl ] ethyl] -, monohydrochloride (9CI) (CA 
INDEX NAME) 



OMe 




© HC1 

RN 381216-00-8 CAPLUS 

CN lH-Indole-6-carboxamide, 3-chloro-N- [ ( 1R) -2- [4- [ (cyclohexylamino) methyl] 
piperidinyl] -2-oxo-l-phenylethyl ] -, monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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' N 
H 



Ph c 



H 



N 
H 



Cl 



HC1 



RN 381216-02-0 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2-oxo-l-phenyl-2- [4- [ (4- 

pyridinylamino) methyl] -1-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




H 



Ph 

i 

R 



H 
N 



RN 381216-04-2 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- [ [ ( 1-methylethyl ) amino] methyl ] -1- 
piperidinyl] -2-oxo-l-phenylethyl ] monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



i-PrNH 




HC1 



RN 381216-06-4 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2-oxo-l-phenyl-2- [4- ( 1- 

pyrrolidinylmethyl) -1-piperidinyl] ethyl] -, monohydrochloride (9CI) 
INDEX NAME) 



(CA 



Absolute stereochemistry. 
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• HC1 

RN 381216-08-6 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- [ (diethyl ami no) methyl] -1- 

piperidinyl] -2-oxo-l-phenylethyl] monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




• HC1 

RN 381216-10-0 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2-oxo-l-phenyl-2- [4- ( 1-piperidinylmethyl ) 
1-piperidinyl] ethyl] -, monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 

RN 381216-12-2 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ (1R) -2- [4- [ (4-hydroxy-l-piperidinyl ) methyl] -1- 
piperidinyl] -2-oxo-l-phenylethyl] monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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• HC1 

RN 381216-14-4 CAPLUS 

CN lH-Indole-6-carboxamide, N- [ ( 1R) -2- [ 4- [ [ ( 3R) -3- (hydroxymethyl ) -1- 
pyrrolidinyl] methyl] -1-piperidinyl ] -2-oxo-l-phenylethyl ] - , 
monohydrochloride (9CI) (CA INDEX NAME). 

Absolute stereochemistry. 




• HC1 

IT 381216-32-6P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of amino acid d'erivs. as serine protease inhibitors) 
RN 381216-32-6 CAPLUS 

CN lH-Indole-6-carboxamide, 3-chloro-N- [ (1R) -2- [4- [ ( cyclohexylamino) methyl] -1- 
piperidinyl] -2-oxo-l-phenylethyl] -1- {methylsulf onyl ) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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US 2002-30186 
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Al 
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US 2002-30189 




20020204 
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Al 


20030612 






US 2002-30188 
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2002005665 
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20021125 




NO 2002-5665 




20021125 
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P 
A 
A 
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A 
A 
A 
A 
W 
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19990614 
19990702 
19990809 
19991214 
20000613 
20001213 
20001213 
20001213 
20001213 
20010612 
20010612 
20010612 
20010612 



PRIORITY APPLN. INFO.: GB 1999-13823 

US 1999-142064P 

GB 1999-18741 

GB 1999-29553 

WO 2000-GB2302 

GB 2000-30303 

GB 2000-30304 

GB 2000-30305 

GB 2000-30306 

WO 2001-GB2541 

WO 2001-GB2551 

WO 2001-GB2553 

WO 2001-GB2572 
OTHER SOURCE(S): MARPAT 134:56958 

AB Compds. R2-X-X-Y(Cy) -L-Lp(D)n [R2 represents a 5- 
carbon ring optionally interrupted by a N, O or S 
substituted at the 3 and/or 4 position or forms a 

these positions, which is an optionally substituted 5 or 6 membered 
carbocyclic or heterocyclic ring or substituted at the position alpha to 
X-X; X is a C, N, O or S atom or a CO, CRla, C(Rla)2 or NRla group, where 
Rla represents H, OH, alkoxy, alkyl, aminoalkyl, hydroxyalkyl, 
alkoxyalkyl, alkoxycarbonyl , alkylaminocarbonyl, alkoxycarbonylamino, 
acyloxymethoxycarbonyl or alkylamino optionally substituted by OH, 
alkylamino, alkoxy, oxo, aryl or cycloalkyl; L is an org. linker group 
contg. 1 to 5 backbone atoms selected from C, N, O and S, or a branched 
alkyl or cyclic group; Y is a N atom or a CRlb group (Rib defined as for 
Rla); Cy is an (un) substituted, (un)satd., mono- or polycyclic, homo- or 
heterocyclic group; Lp is a lipophilic org. group; D is a hydrogen bond 
donor group; n = 0-2] were prepd. for use as serine protease inhibitors. 
Compds. of the invention were found to significantly elongate the partial 
thromboplastin time (prothrombin time). Thus, 1- ( 3-amino-2-naphthoyl-D- 
phenylglycinyl) -4, 4 1 -bispiperidine was prepd. and shown to double the 



or 6-membered arom. 
ring atom, optionally 
fused ring system at 
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prothrombin time at a concn. of 26 .mu.M. 
IT 313489-01-9P 313489-02-0P 313489-03-1P 
313489-04-2P 313489-05-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of amino acid derivs. as serine protease inhibitors) 
RN 313489-01-9 CAPLUS 

CN Benzamide, 4-methoxy-N- [ (1R) -2- [4- [ [ { 1-methylethyl ) amino] methyl ] -1- 

piperidinyl] -2-oxo-l-phenylethyl] -, monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




• HC1 



RN 313489-02-0 CAPLUS 

CN Benzamide, N- [ (1R) -2- [4- [ (dimethylamino) methyl] -1-piperidinyl ] -2-oxo-l- 
phenylethyl] -4 -methoxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me2N 




OMe 



RN 313489-03-1 
CN Benzamide, N- 
phenylethyl] - 



CAPLUS 

[ (lR)-2-[4- 

4-methoxy-, 



[ (diethylamino) methyl] -1-piperidinyl] -2-oxo-l- 
monohydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Et2N 




OMe 



HC1 
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RN 313489-04-2 CAPLUS 

CN Benzamide, 4-methoxy-N- [ (1R) -2-oxo-l-phenyl-2- [ 4- ( 1-pyrrolidinylmethyl ) -1- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



,OMe 




1 



Ph 



H 




RN 313489-05-3 CAPLUS 

CN Benzamide, N- [ (lR)-2-[4-[ (2 , 5-dihydro-lH-pyrrol-l-yl ) methyl] -1- 

piperidinyl] -2-oxo-l-phenylethyl] -4-methoxy-, monohydrochloride ( 9CI ) 
INDEX NAME) 



(CA 



Absolute stereochemistry. 




OMe 



HC1 
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SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

13 



350 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 
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PRIORITY APPLN. INFO. 



1999-13823 
1999-142064P 
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19990614 
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19991214 
20000613 



OTHER SOURCE (S) 
AB 



IT 



RN 
CN 



GB 
US 
GB 
GB 
GB 
WO 

MARPAT 134:56957 

Compels. R2-X-X-Y (Cy) -L-Lp (D) n [R2 represents a 5- or 6-membered arom. 
carbon ring optionally interrupted by a N, O or S ring atom, optionally 
substituted at the 3 and/or 4 position or forms a fused ring system at 
these positions, which is an optionally substituted 5 or 6 membered 
carbocyclic or heterocyclic ring; X is a C, N, O or S atom or a CO, CRla, 
C(Rla)2 or NRla group, where Rla represents H, OH, alkoxy, alkyl, 
aminoalkyl, hydroxyalkyl , alkoxyalkyl , alkoxycarbonyl, alkylaminocarbonyl, 
alkoxycarbonylamino, acyloxymethoxycarbonyl or alkylamino optionally 
substituted by OH, alkylamino, alkoxy, oxo, aryl or cycloalkyl; L is an 
org. linker group contg. 1 to 5 backbone atoms selected from C, N, O and 
S, or a branched alkyl or cyclic group; Y is a N atom or a CRlb group (Rib 
defined as for Rla); Cy is an (un) substituted, (un)satd., mono- or 
polycyclic, homo- or heterocyclic group; Lp is a lipophilic org. group; D 
is a hydrogen bond donor group; n = 0-2] were prepd. for use as serine 
protease inhibitors. Compds . of the invention were found to significantly 
elongate the partial thromboplastin time (prothrombin time) . Thus, 
1- (3-amino-2-naphthoyl-D-phenylglycinyl) -4, 4 1 -bispiperidine was prepd. and 
shown to double the prothrombin time at a concn. of 2 6 .mu.M. 
313489-01-9P 313489-02-0P 313489-03-1P 
313489-04-2P 313489-05-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of amino acid derivs . as serine protease inhibitors) 
313489-01-9 CAPLUS 

Benzamide, 4-methoxy-N- [ ( 1R) -2- [ 4 - [ [ ( 1-methylethyl ) amino] methyl ] -1- 
piperidinyl] -2-oxo-l-phenylethyl] -, monohydrochloride (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 
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*OMe 



© HC1 

RN 3134 8 9-02-0 CAPLUS 

CN Benzamide, N- [ (1R) -2- [4- [ (dimethyl amino) methyl] -1-piperidinyl ] -2-oxo-l- 
phenylethyl] -4-methoxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 313489-03-1 CAPLUS 

CN Benzamide, N- [ (1R) -2- [4- [ (diethylamino) methyl] -1-piperidinyl] -2-oxo-l- 
phenylethyl] -4-methoxy-, monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 313489-04-2 CAPLUS 

CN Benzamide, 4-methoxy-N- [ (1R) -2-oxo-l-phenyl-2- [4- ( 1-pyrrolidinylmethyl) 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OMe 



RN 313489-05-3 CAPLUS 

CN Benzamide, N- [ (1R) -2- [4-[ (2 , 5-dihydro-lH-pyrrol-l-yl ) methyl] -1- 

piperidinyl] -2-oxo-l-phenylethyl] -4-methoxy-, monohydrochloride ( 9CI ) 
INDEX NAME) 



(CA 



Absolute stereochemistry. 




OMe 



HC1 
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Preparation of meta-benzamidine derivatives of amino 
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PRIORITY APPLN. INFO. : GB 1997-18392 A 19970829 
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OTHER SOURCE(S): MARPAT 130:237884 
GI 



..X— X— Y-L — Lp(D) n 



1 

r1r2 N -NRl I 




H / 
CO-N CO-OCH2CH2^ 

\ / CH 3 



A 

Ph 




H2N ^NH II 



AB Title compds. I [Rl, R2 - H, OH, alkoxy, alkyl, aminoalkyl, hydroxyalkyl, 
alkoxyalkyl, alkoxycarbonyl, acyloxymethoxycarbonyl or alkylamino 
optionally substituted by hydroxy, alkylamino, alkoxy, oxo, aryl, 
cycloalkyl; R3 = Rl, R2, amino, halo, cyano, nitro, thiol, alkylthio, 
alkylsulf onyl, alkylsulf enyl, alkyl sulf onamido, alkylaminosulf onyl, 
haloalkoxy, haloalkyl; X = C, N, O, S, CO, CR1, C{R1)2, NR1 with at least 
one X being C, CO, CR1 or C(R1)2, with the proviso that if the benzamidine 
group is unsubstituted and the X-X group is -CH2C(R1)2-, then Rl = H or 
attached to the alkylene carbon atom by a heteroatom; L = org. linker 
contg. 1-5 backbone atoms selected from C, N, O and S, or a branched alkyl 
or cyclic group; Y = N, CR1; YL = cyclic group; Cy = (un)satd., 
(poly) cyclic, (hetero) cyclic group optionally substituted by groups R3 or 
Ph optionally substituted by R3; Lp = lipophilic alkyl, heterocyclic, 
alkenyl, alkaryl, (poly) cycloalkyl, cycloalkenyl , aryl, aralkyl, 
haloalkyl, or a combination of two or more such groups optionally 
substituted by oxa, oxo, aza, thio, halo, amino, hydroxy or by R3; D = H 
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bond donor group; n = 0-2] and their physiol. tolerable salts were prepd. 
as serine protease inhibitors useful as antithrombotic agents. Synthesis 
methodol. for prepg. some I was provided, and common starting materials 
were Fmoc- or Boc- (D) -phenylglycine and m-amidinobenzoic acid. 
Descriptions of enzyme assays were given, but no enzyme inhibition data 
was provided for I. To measure the antithrombotic activity, a partial 
thromboplastin time test assay was done, and for example, 
m-amidinobenzoyl-D-phenylglycine ester II (prepn. not given, but 1H NMR 
characterization data provided), at 1.9 .mu.M concn., doubled the clotting 
time . 
IT 221233-09-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 



(prepn. of meta-benzamidine derivs . of amino acids or dipeptides as 
serine protease inhibitors) 



RN 221233-09-6 CAPLUS 

CN Benzamide, 3- (aminoiminomethyl ) -N- [ (1R) -2- [4- (aminomethyl) -1 -piper idinyl] - 
2-oxo-l-phenylethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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